EXPANDED MATERIALS AND METHODS

Follow-up survey
The subjects were followed up prospectively for 17 years, from December 1988 to November 2005. Details about the follow-up survey on dementia have been described elsewhere. 1, 2 Briefly, we established a daily monitoring system among the study team and local physicians or members of the town's Health and Welfare Office. 3 Regular health checks were given annually to obtain information on any stroke or dementia missed by the monitoring network. Health status was also checked yearly by mail or telephone for any subject who did not undergo regular examinations or who had moved out of town. Additionally, comprehensive surveys of cognitive function including neuropsychological tests (Hasegawa's dementia scale [HDS] , 4 its revised version [HDS-R], 5 and the Mini-Mental State Examination [MMSE] 6 ) were conducted in 1985, 1992, 1998, and 2005 . All the participation rates of these surveys were more than 90% of the total population aged 65 years or more. The examination was performed in the public hall of Hisayama town or in their home. The study physicians also visited the hospital or health care facilities for examining hospitalized people.
Diagnosis of dementia
Because the neuropsychological tests were likely to cause the over-diagnosis of cognitive impairment by the several factors (e.g. low education, hearing loss, etc.) 7 , we performed two-step procedures on the diagnosis of dementia.
1,2 First, the neuropsychological tests were performed by trained nurses or physicians. When the test scores were below the cut-off points (22/32.5 for HDS, 4 21/30 for the HDS-R 5 and MMSE 6 ) or new neurological symptoms including cognitive impairment were suspected, the subject was carefully evaluated by the study physician and psychiatrist, who conducted comprehensive investigations including interviews of the family or attending physician, physical and neurological examinations, and a review of the clinical records. Diagnoses of dementia and its subtypes were based on the guidelines of the Diagnostic and Statistical Manual of Mental Disorders, Revised Third Edition, 8 the criteria of the National Institute of Neurological and Communicative Disorders and Stroke and the Alzheimer's Disease and Related Disorders Association, 9 and the criteria of the National Institute of Neurological Disorders and Stroke-Association Internationale pour la Recherche et l'Enseignement en Neurosciences 10 Every dementia case was adjudicated by expert neurologists and psychiatrists. Possible or probable dementia subtypes were diagnosed with clinical information including neuroimaging. Definite dementia subtypes were also determined on the basis of clinical and neuropathological information in deceased dementia subjects who underwent autopsy. The diagnostic procedure for autopsy cases has been reported previously.
11 A neuropathological diagnosis of AD was made following the National Institute on Aging-Reagan Institute criteria, 12 where the frequencies of senile plaques and neurofibrillary tangles were evaluated using the criteria of the Consortium to Establish a Registry for Alzheimer's Disease 13 and the Braak stage. 14 Definite VD cases were confirmed with causative stroke or cerebrovascular change.
Other risk factors
At the baseline examination, each participant completed a self-administered questionnaire covering educational status, medical history, anti-hypertensive treatment, smoking habits, and alcohol consumption. Educational status was categorized as ≤6 year, 7-9 years, and ≥10 years. Because only 45 subjects had an academic background of ≥12 years, of which 10 subjects attended university, these subjects were included in the category of ≥10 years. Smoking habits and alcohol consumption were classified as either current use or not. History of stroke was determined as preexisting a sudden onset of nonconvulsive and focal neurological deficit persisting for >24 hours on the basis of all available clinical data including medical records, neurological examination, and brain imaging. Body height and weight were measured in light clothing without shoes, and body mass index (kg/m 2 ) was calculated. Diabetes was defined by fasting glucose concentrations ≥ 7.0 mmol/L), postprandial glucose concentrations ≥ 11.1 mmol/L, and/or medical history of diabetes in [1973] [1974] , and by the criteria of the American Diabetes Association 15 for subjects undergoing a 75-g oral glucose tolerance test or the foregoing definition for subjects not undergoing the tolerance test in 1988. Chronic kidney disease was defined as estimated glomerular filtration rate of <60 ml/min/1.73 m 2 , which was calculated using the 3-variable equation, proposed by the Japanese Society of Nephrology. 16 Serum total cholesterol levels were measured by the Zurkowski method in 1973-1974 and by the enzymatic method in 1988. The data of serum homocysteine levels was only available in 1988, which were assayed the high-performance liquid chromatography method.
Statistical analysis
The software package SAS (version 9.2, SAS Institute, Cary, NC, USA) was used to perform all statistical analyses. The linear trends in the mean values and the frequencies of risk factors across the blood pressure levels were tested using linear regression analysis and logistic regression analysis, respectively. The incidence rates of dementia were calculated by a person-year method and adjusted for the age and sex distribution of the overall study population using the direct method; the differences among blood pressure levels were tested using the Cox proportional hazards model including age and sex. The age-and sex-adjusted or multivariate-adjusted hazard ratios with 95% confidence intervals of blood pressure levels for the development of dementia were also estimated using the Cox proportional hazards model. The heterogeneity in the relationship between subgroups was tested by adding multiplicative interaction terms to the relevant Cox model. The risk estimates per every 10 mmHg increment in systolic and diastolc blood presure were computed using the relavant Cox model including each variable taken as a continuous variable. Two-sided p<0.05 was considered statistically significant in all analyses. The risk estimates were adjusted for potential confounding covariates in midlife or late life: namely, age, sex, education level, use of anti-hypertensive agents, diabetes, chronic kidney disease, serum total cholesterol, body mass index, history of stroke, smoking habits, and alcohol intake. Endpoints were only definite dementia cases determined by autopsy.
